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SLS-^ , s^^-o. 5 -^^a1 tIIM-^I JL^^I *|-g~i- <*Ml^-o_5.*| ^ S E^oflo) 

<s}-*M 1> 




A oM SfrflHH^ x, Y, Ri ^ R 2 ^r ^oflxi w}<4 ^-cf. 
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5-5^*1 Tfli-Ml ^*fl-g- ^^{PHARMACEUTICAL COMPOSITION FOR INHIBITION OF 

5-LIPOXYGENASE} 

<1> ^ ^jo} g}-^ (1)0.5. S^^l^r ^tti -H-Jl^^S -t-B-^ 5-^#Al7fl 

§H ^X^HH «g<H^ <4^1-&^(arachidonic acid)^-S.-^-E^ x£?\]m. 7l^ tflAj-sq 

*r°l.E. ^H^^ A 4 (LTA 4 )1- ^^5]JL, o] s^-- = 7 j.^ 7 ^ sl . ^ 

*W ^3E2]<a B 4 ^ ^BSl^l C 4) D 4) E 4 3. ^s^rf. 
<4> a o v 71 ^^1- ^sfl -f-SH^l<a B 4 (LTB 4 )^ LTA 4 £] 7}^^-*flJ:i^ <^ 

^sM cq^cx) s^-^-l-cl^. ^«fl sHg-!-^: x^-^^ polymorphonuclear 

leukocyte) ^ ^f/|Ioi] ^}<^ 5|-*B^ (chemotaxis)^- t^sf. 
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(degranulation)^ -g-^-g- <=>\7}^. iEth ^H^^l B 4 fe ^ ^-M* ^7>a]^ 

A oM #Sfl ^j^sl^ ^H^oj] C 4 , D 4 ^ E 4 f\ LTC 4 ^r LTC 4 ^JL^l 

cflA>^ £3^^ o_s.*| LTD 4 ^ LTE 4 7> ^^t)-. oj-s. ^ 7 ^ ofl o. s^^^ ^ 

^o]:-g-#^(slow reaction substance)^ ^£r<>H , ^^-§-^1 ^l^lcf. 

^Jl*v *H 4^^, Hl^b^^, *)^# i^-tb 

°1 f^H , ^sel^^l *Vcf^ 7HJ- ^ ^7l7> 

^■*], LTC 4 2f LTD 4 £- 9] 31 7]£ofl cflsfl^ nfl-f 7 1^1 4^ 4-g-# ^FJ-iJl^nll ; 

Sl^Ef^^cf 1000«11 7 0 >5d^- ^o.^. oitf ojl- ^#1-^ °)*\] 7l£oflA-1 yj-^sj- 

711 ^sv^-wll- s.^^ ^7>Al^cf. ole^ ^sf^ €^«r*}5] 
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<9> tr^, 5-2^^1 Tfli-Ml^ ^^(neutrophils), ^^(eosinophils), JL<g7l^- 

(basophils), ^^t 1 (monocytes) , tfl ^>M1S (macrophages ) , «l^b*fla(mast cells), n.^JL B 
lymphocytes H tr^^H , LTA 4 7K^*fliL:£, LTC 4 ^JLd^ #c] 

<io> ZLBl.E.3., 5-3-^*1 7fluM| jLi°H *r-g--°r ^ ^-f , ^-S 

<n> ^ ^i). 2| e ^•^a.Tg, a) 5-5l#Al7flu|-^^l ^1, b) 5-51^711 

i^-xll iM3 ^:^^(5-lipoxygenase activating protein, FLAP)^ <3^1 , c ) s.^e^ofl 
(LTD 4 ) ^r-Ml ^ *H(<4; montelukast, pranlukast, zaf ir lukast) , d) LTB 4 ^-Ml ^%MlSl 

7im f-<*« i§W ^S)±L 

<12> ^ e 5-e|^Al7flu|-^^ «^^1# 3. ot^-s.^ ^^(zileuton)2f E6080<>1 9l°- 

^, H i>H A-61443, BW-755c, A-63162, MK-886, MK-591, WY-50,295, ZD5138 #^-i-c>l 

<13> ^^.s.^- oflt^E e^li^Se) ^(Abbott Laboratories) 0 )]*! 1H^?r ^#5.^ 199?\i 7^01] 

*l^^(FDA)°ll ^^152^ , 5-5^^] 711 ^1 7>^1 ^^JL^^ ^^o) a] 

^ l t c 14. 2£tr, E6080£r ^1 °]*H^KEisai Co. Ltd.)7> 7fl#tr ^d^°l ELJL ^^^f- 

^ 7>^-tr #^tr 5-&)^a1t11uM1^ ^l^liM LTB4, LTC 4 ^ a o v #* ^trt}. 
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^ Q*}-- 2003/12/11 



<14> 



. S HeJ<?fl°l ^Afb <*ihg- o-}^ ^ ^ ^4 cfs. ^^.ofl i4 a-g^ 



<15> 



<16> 



<17> 1] 



> 



<18> 



^*H1 ^-^( 1)6)1 A-l ol-g-^ 31 nl^- ^-Cf. 



<19>X^ CH SE^ lil^U, Ytt %^7> 3L±r ^i^H 13 !, Ri^r ^€*h ^^^l, 
<M*>. qHS.7l, Alc>^7l, 0>nl t7 l, ^ ^^^6>pl^7l ( ^71, ^ ^^-^ 7 ) , 



<20> 



5&th R 2 £r *M21 *j-=. (i)vfl^l (vHH 3^ 71 ^ *>i4^ ^ ^cf. 



<21> 



^-H 3 

(i) *1 R< 
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1020030047104 #^ 2003/12/11 

<22> R , R6 

R 6> R 7( Rg, R 9 £r f^TlM- t} = ^ ^ ^4^7}, ^#M7l, «S^^#^7l, ^-S^l 
«^>, MHS.71, ^1^71, o>nlic7l, t\^o}n)} E . 7 } t n^S.7l, 7^<£2] ^^71, «; 

°1^-S7l t 3^ 6>S7l, ^5fl^ <>>a7l, 7^ <£?}bc<£7], ^7), ^ 



<23> 




v /r H ' 



( J i ) Xj R9 Rs 

<24> ^-7] ^Ofl^ R 5f Rg f R ? , Rg, Rg^ UHM^ *^*>tf. 

<25> ^ .S 

(iii) q \=/ 

<26> A o V 7 l AloflAi RlO^r T^€*> HL^r ^#^71 ^ojcf. 
<27> 

(iv) ^ 



\=N 



<28> # 7 j AloflA-] R n ^. ^3l7h ^#^71, fe^*}, H^S7l, SL^ Z\^<gQ ^ 

71 ^Ojcf. 



<29> 



(V) ^ 
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•§J 2003/12/11 



<30> 



#7] R 12 ^ 4^«*V, ^#^71, MHS.71, A]oV^7l, ^1^71, 

71 ^oltf. 



<31> 



«>^tt Wl-S^ ^ 3°1 ol^. 




<33> 



#7} Rl^" ^r^*}. *| ^3:^71, ^S^*}, MHS.71, Alo>^7l, o>nl^7l, 

7^ ^<£^o}v]± 7 ], ^>7l, ^A|7l, ^^-^71, 21^ t7>i^^7l ^ 

oloi; Rg, Re, R 7 , R 8 £ R 9 ^ ^*>7iq- 4^, , ^i#M7l, te^3?-^# 

^71, «.3M*h Alo>^7l, o>Pl2n7l, *|# ^ <£2j a}*] ^7] , ^ ^-£7] f 7^<£ 

71, ^>7l, ^Al7l, S^r §1^A] 7i^-o^ 7l ^-Cjcf. 



<34> [2l-l2}-Al 3] 



Rs Re 




<35> 



A c > 7l AloflAi Ri^r ^€*>, 71^-^71, ^L^*}, MHS.71, Alo^l, o^l^l, 
^ ^^€^1^71, ^71, «&^l7l, §l^Al *)#<£^7l, HL^r «^7>^^7l ^ 



R 5 , Re, R 7 , R 8 9? Rg^ ^di€*}, ^<£Q7], te^fl^ 
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^7}: 2003/12/11 



M7l, ^hL^a}, a1o>^ 7 ), o> D i^7l, ^-g- cm^Mi^l, ^ag-S7], 

71, ^71, 7^ ^Al7l, HL^r 7^1^71 f-0]Cf. 

<36> 4] 
Ri 




<37> 



Aj-7] ^oflA^ Rl O. ^^7>, ^#M7l, ^S.^1^7>, qH^7l, Alo> t 7l, <>M ic7] , 

Rs Re 

o]jl; R ° R 5 , Re, R 7 . Rs. ^ 4=^1 zj-zj- ^h^*}, ^ 

^•^71, *S.^I^#^7l, ^31^7}, qBJL7l, Alc^7l, oVnl^7l, 7-^ ^^^o>nl 

ic7i, v]^7], ^^-M7i, ^■s^a^# < a:s ^s.7), o^i, 

71, *i \=/ (Ai^ RlQ o. -^^7> Hl^r 7^o a v^ 7] ^-olrf)o. S S^s^ 



7], A1 \=N' (Al^ R n ^ ^^7>, 7^^7l, ^^1^7} , ^^S7l, Hl^r 




ZJ *1^£7l ^olcf) S K*]^ 71 ^ ^ WV (Al- ^^7}, 

71, ^S.^7>, qBS7l, Alo>^7l, 6>nl2t7l, Hi^r 7-1^- V]OV^O}XJ]^7] , 7^ <£?>ic<|] 7l , 
^71, 7^ ^Al7l, Hi^r Sl=^l 7-1^-^71 ^1^)^ SL^^r 7l f^H A^s]^ ^ 
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1020030047104 ^^ 2003/12/11 

<38> M. ^.^(i)ifl^l ^-^(4)ofl 5a<H>H, ^71 Rj , R 3 , R 5 , Re, R 7> R 8( R 9 , R 10 , 

Rll. ^ Rl2^ ^^H A >-§-€ " ^^-^71 " -g-^^ 1 ^*1 67flS] ^^7}5. ^ i£ 

^lifl °^^7l# ^u]^ ZL afl5.ir *11 1 , °fl 1 , ©1^ = 3.^, Jfl , °] 

^Ffl, mH, ^o.^!, 3*HH, l-*HlPMi, 2-*\M¥-iH, l,2-^il£Si, ^ 

^, °1^^, 1-^1^1, 2-v\MmH, 3-^11311, 1, 1-^*111^1, 1,2-^nfl^^-^, 2,2-^ 
^11^1, 1,3-^HH^-l, 2,3-^t^l^-H^, 3,3-^*1)1-*?-!, 2-o\M^, 1,1,2- 

B^llHSl, 1,2,2-^51*111^51, 1-^11-1-^1^3.1 ^ l-ofll-2-*HlH5l7l7} $1 
cf. n.^o)}*], nfll, ofll, ^3.1, ^li:HS^7l7> 

<39> ^-71 R lt R 5 , Rg, R 7 , R 8 , R 9 , R n , ^ R l2 2\ ^ofl A>-g-£ " ^L3Hl7> " -§-<H*r -g-^, 

<*4i, » 2] *1 *H Zl fi, H>^^4. 

<40> ^-71 R 1( R 5 , R 6 , R 7 , Rg, R 9 ^ R 12 2^ ^ ^ ofl A)--g-^ " 7-^ t\ <£Q o\u]±7] " -g-O^ 

<«> #7] R 1; R 5 , Rq, R 7 , Rg, R 9 ^ R 12 o] ^ofl A}-g-s} -■ ^ ^a] y] .. _g.o^ x tflx] 

n-HS^Al, ol^xr^.s.Al, n-Jf ^1 , oj^s-Al, oI^s-a], 3 ^s.a1, ^1^, 

1^1, ^0.^1^1, 3*H11^1, i-nfllgJfcL^Al, 2-^l^Al, 1,2-^11^3-^1, ^ 
^1 71 ^-Ol ol^. ZL^o]]Aj Dfl^-Al, oflS A l 7l7 |. B>^3:>Cf. 
<42> Aj-7] R lf R 5 , R 6 , R 7 , Rg, R 9 , ^ R 12 ^ ^^6fl A>-g-^ » ^JEL^M ^#^71 "-g-<Hfe l 

^1*1 67fl ^ ^^7>S. ^€ #^tt ^714 ^71^ ^r^7>^ ^ofl eg 
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^7) R 1; R 5 , Rg, R 7 , R 8 , R g £ R 12 ^ ^ ^ 6fl A}-g-<£ 7^ ^i^l "-g-o^ l tfl^] 

^71 R 5 , Rg, R 7 , R 8 £ R 9 ^ ^^ofl A>^-^ "^S.^^^7}" -g-<H^r 1 vfl^l 67fl^ 
^^7>S ^€ <tf#tb <£^ 7 )o} ^ ^ o^w. ^^ 7 > ^L^iS *1«; 

3<H 7l# 2H^ ; ^-*1 IrSHI^l, ^^1^71, ^SHI^l, ^^Hli^} aVfj- 

^o V 7l R 5) R 6> R 7) R 8 ^ R 9 2) ^B]6\] A>-g-^ °1t£7|" -g-o^ 1 ifl*| 6 7fl^ ^ 

^7}^ 7^ ^^7l7V ^^-M7l^ %ofl ^ tflA] o^S]^ Ol^o^ 7]=. o] 

nl§>^ ( ^.^l v\]^^ 7 ) t <HHH^JL7l7}- ti>^3]^>rf. 

^•71 R 5> R 6 , R 7 , R 8 ^ Rg£] A}-g-£ "«-S?jl5l-7^<y.^ t^je^I" -§-0^ 1 ^ 

67W^ Hl-4i^7]-5 <a:^7]7l- ^?J-H 7 1SJ ^± ti]A] ^^TT. AV 7 ] ^ 

^ °^7)2] ^± ^ SjJjL ^}7\ >£#^ tS^fl^iS °]^^ 7l# 

l-SHIH *\®S.7], ^^-S7l, l-SHlfi ^^-£71, <*3Hlli 

71 7> u^^t}. 
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<47> #71 R 5 , R 6 , R 7 , R 8 £ R 9 ^ ^^H A >-B"€ Id o>^7l" -g-<H*r i vfl^ 6 7fl^ 

eJ^^S. ^€ £271 7> 2 5)1 ^ 71 ^ ZL J*Td7H o>3:7l 

<48> ^- 7 Hi ej=e]*J-3 o.s. ^^-7>^*1- 5^#oi ^ ^ *i 

<49> o] ^ el §1-711^ S)-^(l)2l 5^#2l 7l ^ Efl# 3j ^ , cfl^. ^ §3.^1^ 

4^^H1: tis.^-^A].), %AV, ^aV ) oiA> - o) ^-o. -71a>; iE±r # 

31^, ^^ = ^>, b}s^saV i AlH^AV, nfl^hg^, ^1^^, p-#^- 

*1 ^« ^ SU, °H1 ^3*r o>qcf. 

<50> St 0^*^0.3. *)-8-7>^t!: ^ 5^(1)^ ^^.o] ^ ol^ -g-nfl 

<51> ^-tgo] 5-^^AlTflq-^l ^^l-§" ^##£r ojo] 5-^S.AlTfl 14^1 ^JL^ nflg-ofl 

Hsl<a ^21 <W*fl, *|3.i±S>fl3. -S~g-*!-7fl *]■-§-€ ^ ojcj. 

<52> #71 -S^fe ^£«D, 3<a, <g^3 ^-i# 

^-fr^-, ^ 71^1^, -f-^, s D >^^Aj ^<g, Sfl^, ^e^ll^, 43 W 1 ?!^, 

<53> ig^o} 5-^ SaI 711 1~M1 ^^l* ^H-§-7>^^ JEE^r 

^-^^1# *MS^K2-3.4q ^ -§-*§= ^Hfl^. ^3:5) 7li| iE^r t]~g-^ -g-71 iflofl vfloj 
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^7l^g- 5.^4. 3^-g-<H "^M"£r ^ ^ ^ 5X]«- -f- -f-^o] ^^ofl oj^j- 

, ^-^1, ^1, -8-3*11, ^^H, ai^^i, ^^i, a^l, ^3*H. 3H^h * £-^1 ^ 

g ^7} -g-Oj^-JZ^- ^H°fl 7 ]7l]t!- A>-g.§>^ ^Ol W )-BJ- 

^tf. <^tiV^^s. -g- ^ISJl^I- 5)-^^ #- S^l- tflsfl ^ 0.5 vfl^l 

^ 90 UflS] ^ -=-^Rr ^-g^* *fl^}7Hl -g-^EflS. ^ 

M", ^13^5. ^Jp-ajo} i oj 5} 10 mg vH^l °* 1000 mg£] £E^r cf^ 

€- ^-f°fl^r, J±4 ^ <£°1 sfll-Ti^ -SH^ ^-§-fr 13 JL^ A>-g-^| - oi^c-fl -2-g-%= 

» ^*>^ wf^^Tfl^ ^-7]- ^SL7} *d£r, ^TJ^V ^ A-a><3 aj- 
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#4 ^ c^s^M -g-^Ml £ s?*b]^, ^af^ *j ^ ^ 

^ ^-#^1 ^Ht^ ^>-§-€ ^r-£ wV^tV 

* oi<4 o.a>^ c^e^M £^-#3}- ^ s)^^^ 

^#<HH H^l ^ A>-g-^ ^ clef. -fr^ ^^-<3fl S^r -^3^4 ^ 

^ A M1^ 3^ S^r ^-gr^l ^ WsMll- A>-g-^a} 71 # oil ^sfl *11^SM 

^ *r &i=h ^5" ^MH^r Ir^H ^ 2^ 1,3-^^4 ^ 

°.sL S]*M1 2L^r ^-nfll- A}-g-^ ^ 9Xt)-. A]~g-^ ^ ol- 7^0} ^-§-71-^ 

^^Hl^ -g-gr SHA-^ wlEi, # Si 0,1^^1 ^ ^^el 
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<61> 



<60> 



S-^r s£X\6\) 4^ a^Ml, ^tiL(salves), ^ , ^H^H, <2^*ll ^JlS. ^ 

*fl ^ 7}x] tMn^-i: *}&^ ^ $icf. o] w G V^# ^^-1- £^(1)^ £^(2)ofl 

A}-g-SH id^Rr "o^^ y o V ^ HL^r ^*fl 71^^-^^^ o^-^^i o. S «.^ 

<63> <£A1 1> 



<62> 



<64> 



X-^OH S 



(ri) 



5-; 



-N 



Ri-4- If \—N-ll-R 



<65> 



^ R 5> Rg, R 7 , R 8 ^ R 9 °) Zj-Z^ lo] ^ ^711- ^n]^, R'^ ^o]. 
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<66> £ ^ cq ^°-o] o.j-^« o. s\-^ ^ ^ S ofl 0)0] , ofc] ^ 

C.o. efloM] I ). 

<68> #7} I )o]l Ojo^ 2-^Hk5ft 1^* 7]^<L3. *H , ^ ^B) A] o}-^ o] 

— 3^t#£- 1-1.5 #«£-g- ^ 51 Ji, 1-1.2 ti>^-3]^>cf. 

<69> tiV-§-^£^ Aj£. ^ ^ ojAT-o] 7>^-*Vc-H, HV-g-^. ^SRr W>^^ ( 

^-§-^1^ ^ 1 *1*HH 24 HL^r zl o}a o V£ 7 >^>M-, 12 Al^VojAj- u>o. Al7l ^ ^Jol ti> 

<70> o] nfl Al-g-£}^ o. 7 |^ D fl S ^ v\)^ t ^B^gr, ^-o) o^M", v\}^o] 7}^ ti}^ 

<?i> av-o.^ ^ o. yv^ a^.n> £ zL2flji] (thin-layer chromatography)!- a>^-*><^ HJ-o}^- ^ 



ol 



<72> nf-g- ^7)1^ ^7]^ E^-^eflo}7fl 7>S}<*| ^tij-O.^ . 

<73> -oaH ( a o v 71 e^^o^I s|-^# «a3lH| oji- ^g-s] -§-*fl^- ^ ol^ a>^. Jf 7 f*Vrf. 

°H 100 °c tf^t -H-^l^H ^-§-^7M, t.}^*}^ ^-^s^H & 
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•8-^1 Sh§-*1#£ 9= 1 *RHH 24 Al^> II o^o] 7>^^1^V, 12 #ol Aj-o) 

# ^W(n). 

<76> M-0>7> ( #7)o\}X] Ol^-t!: <>Ht iL^l ^-2:31 ^C^A] 7^^7l (R')7> £}^ 
<77> <£A1 2 > 

0 ^X-^SQ 0 



— "mrr R, -OC q V A 



< 79 > Aj- 7 i cai^a-1 Ri ^ Xfe 3}«H(l)<*jM w>sf ^-ji. 

^*Hcf. atl" 3}«M(4HH ^^tb «}S} ^-H^c}. 

<80> ^ i^cq ^ # oj o.^^ ol=^ s^-g. ^ofl^ ZL ^ofl %><^^ , o}nj ^ 

«^^1(-NR 3 -, R 3 ^r ^^^} SL^r ^M7l)7V ^7.fl<5}*l ^ 5}^#£: ^-71 JE^(2HH 
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<82> 3^f-* <£7l^H ^^O] _g.oflAj- A>-g-^ ^ £ 7Hr^jL^- Jl 

*fl# (sol id-phase synthesis)* >M-§-^ "fl ^3" «>^^^r QSr ^ 

<84> -OA] # *>l4°J 2-oH^^^lEl* S|-^-§-* E]#7ll- ^}c*| JLafl# 

50°C<HH 1 ifl^l 7AR>-^9i ^ oio.^ ( b].^^- 2 ifl*l 5 Al^o> ^ 

<87> ^-a]^ a o v 71 o> D i = 7jl #^-#^^r t\ te] £_Hefl ^lt-Cdi thiothrei tol )* ^Hlli 
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<88> ^-.o^ -fj-jL^^I- o} =Li- ^3 SI 3^#(l-25) £ ZL ^lS«j-^^r 

<89> 1-3 
<90> 






Re 


R 7 


1 


-H 


-H 


2 


-H 


-C2H5 


3 


-CI 


-CI 



<91> 1^1 

<92> 2 --&l^Al-3-o>nl^5E)s]r](70 mg , 0.64 mmol) ^ 3]^ ol^B)^.A]o>i,ilol e ( 10 o id, 

0.83 mmoDlr *M^8-§- -g-nflS t}^ v}^ ^°\)^ ^ ^lllMrS. M)^ 

(39.2 mg, 0.16 mmolHl H^|€S.S.oHlB^ 7>§H W €r^l^l ^ ^^Hr^ H 

2]tS£^lH^|- ^7]^t tf-g- ^ aS^Snsfl 3] Hlli o>Afl Efl o] H-^j 3:l v/v)« #*fl 

Q3> 2 g 3^ TjjS^ 

^-#2^3* ^t!r4. 

<95> 5}-^-§- 4-11 
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-N=N-<3 


11 


-N02 


-C2H5 



<97> g).<g-~. 40] 

<98> 2-o>Dlii5n^(100 mg, 0.92 mmol) ^ 4-^1 ^^>>^3sfl ^ -2-*]oHHH(139 (il, 0.92 

Itfl^ >*fl3*H N-(2-^ = ^-Al3)l^)-N'-3ll^o> S 2il^ E^^eflofs. 

• #7] 5|-^-#(100 mg, 0.41 mmolH BeH-S.S.oHlS^* 7>§>^ %\^- ^o> 

3:1 v/v)# -f-Sfl JZ^]^ 4-5)1 ^o}^^ oj-nl^^^A^Cs}.^ 1)^. ^^cf. 
<99> 5 11^1 113] 

# 5 ifl^l 11-g- 
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<ioi> 3^-§- 12-25 
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<103> 23 




S C2H5 



<105> Sj-^ 24 




<107> sJ-^-g. 25 
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<108> Ql 

<i09> 12^ ^laqi-tf 

<no> 2-tSS.H5]i #S.e|-olc ^ ! g(i. 66 mmol/g, 1 v\M$\ f^H 

3-5^ ^> ^^^1^1 o} 7 H N.N-cH^^S^HJo}^ 1.162 mmol(0.202 ml, 0.7 ^ 

2-o>p1^h])xJ1^^- 1.66 mmol(0.178 ml, 1 ^^)# 7>t!: #7l ^<3«# ^-^H 3X\^ 

^ofl^o>ol(85:10:5 v/v/v) ^il^f. 
<m> s£ 7 ] 34^o.s.«-Ei ^o^, 2-^Hii i a^l^-i : ol no) ^-§-711- 2-#S.S 

B*M>i 4^1 200 mg(2-o>ol iniall ^E^-i; ^fl^ 0.332 mmol/g)^: N,N-^^1^3L#^1^ 5-6 ml<>fl 
<gEJ-*V ^, <*|7H 0.996 mmol(0.116 ml, 3 % N,N-^ ^l^iSS.^^ 

0.996 mmol(0.173 ml, 3 ^)-§; 7>*V cf-g- %y\ ^£r°lH 3 *l£-§^ 

cf. zl cf^-, a o v 7 ] o^^^ji N,N-^^l]^if-ol-Dlc 50 ml ^ ^131 = 50 ml 

M}^^, cq^ 7 ]s£o) ^ ^M^r 65 %£] *Hl^lolB/^l^^l #S.5^ol^. ofl 

20 ml ^ 5 %^ H^Nli^ ^^r/^^^1 ofl 20 mlS*) <5}-i=K ^7) 

3 ^4°^ -2-^^ ^o^^. s ^, ^E^melHl-(clithiothreitol) 0.2 

mmol(0.031 g)^g- =/^l^#(9: 1 v/v) 10 ml<Hl -g-sfl^ 3 ^;t> 

#S cf-g- ^ *l^^r*H 121- ^t-Vcf. 

<112> Sl-^-g- 13 vfl^l 25^ ^ 
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j 

<ii3> a^#*n *fl^*Kr #^#^3.-^, ^-71 sj-^-i- 12^ ^la^cHHl ^ sj- 

^ 13 25* ^fM}. 



<115> A| of] 

<116> Tg-^s] Wl-l-(l)^ 5 -^^A]7fli4^^] tfltb <3«^ *l^-§- *>7H 7l^rRr ^ 

<117> ^3(BALB/cJ mice)^^ *fl#|tr 50% ^#«fl*l (enriched medium; 100 units/m4 

^IIM^^, 100 mg/m£ 10 mg/iM 31^}°]^], 2 mM L-^f-^HJ;, 0.1 mM 

o>n] iQ A]; i io % Efll^*- *j"fi-S>^- RPMI 1640)3}- 9l^\^Kl-3^ ^^o_S 50 % WEHI-3 >*flS. 
S*| Hfl^Kcell conditioned medium)!- A>-g-^ io tffl^o^ tifl^ a]^-.^ ^ ^ 4 

<ii8> #7HH #^-ffefl a]^lif ^J-Hfl^ofl^ i>io6 cells/m^ ^es ^^-*>ji 

2.5 [ig/mt2) ^£7> * , 37 C0 2 ^\°^) 30^- ^-*> 

tifl^r^^-. ^7] afl^Hl 100 ng/m£ ^(stem cell factor, SCF)«- 

7>tr tifl^l-^: €^3(410, 120>g, 20£-)*H ^^-2.5.^ LTC 4 JLi^^ 7lH(LTC 4 
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<119> 



enzyme immunoassay kit ; t4)p]^a> ( <?H o>tf| t n]^-).§. A}-g-3H -f}-e]^l LTC 4 £] <#-§: ^ 

^ ¥t^)g.°\}*] tifll-&|y>ol&|^ ^TJKbaculovirus expression system)!- °l-g-*H 4^ 
<3*)m#* *3*H, zl ^(1)^1 

<121> Aj-y] ^AjAl^ofl A>-g-^ Z]-Z]-o] *}^*V sj-^ 1 xflx] 25o]4. 

<122> [S. 1] 



<120> 





1C 50 C yM) 
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1C 50 C li M) 
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5L ^ 5ft^. 
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3 S^- 



> 



•Rz 



^€*>, *\^<&%7], Ajo^l, o>*1^7l, 7^ t]^c}u]^ 7 ], 

^71, 7^ <£^X\7], f>]imX\ 7^^7l, SL^r 7^ <&?}±.^7} °] 4 . 

atb, R 2 ^ 3h=- (i)lfl^l (V)^l^ Tjo^ 71 *>M-°1^. 



(i) 




R 7 , Rs, R 9 ^ *^^14 Cfs^ ^ ^d^7>, ^#M7l, «-S^^#M7l, 

71, ^.^T^^ ^^-£71, 5fl^ 01-2:71, 7-1^- <£Q^ ^7], 7^ t?M7l, ^ 
71, 7^ ^Al7l, SE^ *|JEL4Ij.X| 7l^-^^ 7 lolr^)0_S. S^S}^ 7l O^. 
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-0- 



(ii) q 



#7l AioflAi Rs, Re, R 7 , Rs, Rg^ W ^a*- #^^>cf. 



Rio 



(iv) # 



a 



Rn 



#7] AloflA-1 Rll^ ^€*>, ^#^7], ^-S.2M*>, SE^r 
7lolcf. 



#71 ^ofl^i R 12 £- ^i^7>, ^#^71, ^S^^^>, MBS.71, Alo>^7l, 0>Pl^7l, 

2] 

^1 1%H1 &oH, 5-el^Ai 7\M4$\ «-#°ll °>7lsi^ ^ ^, «q<a*n, ^ 

^d, #^€", tfi# ^-H-Sj-, ^ 7l^l<§, ^-p>^^ ^-^<g ( 




* 
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H^#33, ^m, ° s v ^l = 7l^ w]<*.g- £t*fe 

[3^* 3] 
4] 



A cM ^HH Rl^r ^^^>, ^^-^^ 7l) ^^oj^ ; qHS7l, Alo>^7l, o>Dl^7l, 
Ji; R 5 , R 6 , R 7> R 8 £ R 9 ^ f^«i-7m z^z| ^^7>, x-m<£^7l, ^L^sH^ 

^71, «"S.^1€^>, Alo>^7l ( O^l^l, ^# K)<g?Q0}v)hL7] , o)^£7l, *1 

^7) , 7^ ^A]7l, SE^r §1=^-^1 7^^7lolcf. 



<3^^ 2> 



Rs 



R 6 




[^^8- 5] 
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<$-«H 3> 




#7] *HH ^^7}, X\^<£%7], ^^5.71, Alo>^7l, o>n]^7l, 

Jl; R 5 , R 6 , R 7> R 8 ^ Rg^r ^^^M- t}-=^, ^ ^db^>, 7-^^71, ^L^T] ^-<£ 
?±7), 1h5L3!^h Alol-^71, 0^1^71, 7^ z] ^ o}v) ± 7 ] , ^^71, 

^^-S7l, ^S^T^^ ^^"£71, 2^ 0> S 7l, 7^ 0>S7l, ^>ii^7l, 

^71, 7^ ^Al7l, 2L^r *lH^M 7^^ 7l olcf. 
6] 

*ll 1% V *fl*l 3*J- ^ SU 0 ^, #71 t}7) 3^*1- (4)0.^ 

< 4> 



> 



Rs Re 



Rg Rb 



R 5 , Re, r 7 , Rg, R 9 ^r f^^TiM- ^ ^€*V, 7-^ 
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«-S.«^^M7l, «S.^1€^>, A)o} t7 l, 6H2=.7l, cl^oVulic 

7], ^3a-S7l, ^^-M7l, ^^S7l, °}2i7), ^ 



71, ^ \=/ R 10 ^ ^^7> ^#M7lo]t|.) O.JL 3^1=)^- 71, 

/~y R " 

\=N R n ^ ^d^7>, *J#M7l, «S.««^>, ^^"£71, iE^r 

£7lolcf) S SAlS]^ 71 ^ <bl \=/ (Al^ R 12 ^- ^h^7K ^1^-^71, 

^^>, MBS71, A]o>^7l, 0>Dl^7l, 5E^r Cl^C>Pl^7l, 7]^- <£?}±<&7], ^>7l, 

Tl # ° & V ^1 7l , ££fe ^H^M 7\^oV^7)o}z].)S. SL^TT 7} ^ @j 5) ^ ^olcf. 

7] 

*fl 4%H1 aI^H A i , ^71 ^r±^7\ 3L±r ^<£Q7]o]jl, #7\ R 5 , R 6 , R 7 , R 8 ^ R 9 

£ ^^^14 ^ ^^7>, ^^^r^7l s&^b 3^ S^O S ^ Ol 

8] 

*H 5%H1 Sl^H, ^-71 R^ ^€7>, ^#^71, 3=fe MH3.71 o^, 

71 R 5 , R 6 , R 7 , R 8 £ R 9 ^ %r<&^7\^ q-snl, ZJ-zf ^^7>, *)#^7l HL^ 2flv| oj-^ 7 ) 



9] 
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Rs 




m^r R 5 , Re, R?> Rs. Rg^ f^^TlM- ^ ^€*h ^I^Sr^l. 

71, ^L^^h qHS.71, Alo>^7l, 0>D}^7l, ^ 0 ^ 0 H^7l, ^^S7l, 

\=N R ir g- ^#7.}, *\^<&^7), ^S^i, tH^-S.71, 2L^r H# 

M7lolrf) S 7) ^ ^\ \=/ Ri2^ *r^€*h ^^°«7l iE^r 
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